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[Claim(s)] 

[Claim l]lt is the method of increasing bioavailability of a drug compound 
administered orally, and is the method. : (1) A drug compound to mammalian which 
needs a therapy with the compound, (2) Gallate than bioavailability of the compound 
under absence of gallate, [ larger ] A way the; aforementioned gallate is except propyl 
gallate including coadministrating gallate of sufficient quantity to give bioavailability 
of the compound under existence of gallate in taking orally. 
[Claim 2] Said gallate is a formula. : [Chemical formula 1] 



(The inside of a formula and R are substitution or unsubstituted alkyl, alkenyl, 
alkynyl, aryl, benzyl, a phenyl, and an alicyclic or heterocyclic basis) 
A method of Claim 1 of ****(ing). 

[Claim 3] A method of Claim 2 that R is substitution or unsubstituted alkyl, alkenyl, or 
an alkynyl group. 

[Claim 4]A method of Claim 3 that R is C\ - C22 alkyl group or C2 - C22 alkenyl 
group. 

[Claim 5]A method of Claim 4 that R is C] - C ]2 alkyl group. 

[Claim 6]A method of Claim 5 that R is chosen from a group which consists of a 

methyl group, an octyl group, and a lauryl group. 

[Claim 7] A method of Claim 4 that R is C2 - C|g alkenyl group. 

[Claim 8]R A methyl group, an octyl group, a lauryl group, a ****- 9-hexa decenyl 

group, A ****- 9-octadecenyl group, Sis, ****- 9, 12-octadecadienyl group, A 

transformer and transformer 9, 12-octadecadienyl group, Sis, Sis, a ****- 9,12,15- 

octadeca bird enyl group, A method of Claim 4 chosen from a group which consists of 

a transformer, a transformer, the transformer 9, a 12,15-octadeca bird enyl group, Sis, 

Sis, a ****- 6,9,12-octadeca bird enyl group, a transformer 9-octadecenyl group, and 

a transformer 9-hexa decenyl group. 

[Claim 9] A method of Claim 1 chosen from a group which said gallate becomes from 
gallic acid(-)-epicatechin, gallic acid(-)-epigallocatechin, gallic acid(-)- 
GAROKATEKIN, and tannic acid. 

[Claim 10] A method of Claim 1 that said gallate is coadministrated in the range of 
0.01 to 100 unit of gallate per one unit of a drug compound. 

[Claim 11] A method of Claim 10 that said gallate is coadministrated in the range of 
0.1 to 10 unit of gallate per one unit of a drug compound. 

[Claim 12] A method of Claim 1 1 that said gallate is coadministrated in the range of 
0.5 to 2 unit of gallate per one unit of a drug compound. 



[Claim 13]A method of Claim 1 that said gallate contains at least two of octyl gallate, 
gallic acid lauryl, and gallic acid methyl. 

[Claim 14] A method of Claim 1 that said drug compound is hydrophobicity. 
[Claim 15]Said quantity appears in giving concentration of gallate in a lumen of 
intestines of at least 0. 1 time as much mammalian as Ki of CYP3 A inhibition of a 
compound, or the appearance Ki enough, and it is the method of a certain Claim 1. 
[Claim 16]Bioavailability of a compound under existence of said gallate according to 
at least 10% of a difference between bioavailability under absence of gallate, and 
perfect oral bioavailability. A method of larger Claim 1 than bioavailability of the 
compound under absence of gallate. 

[Claim 17] Bioavailability of a compound under existence of said gallate according to 
at least 50% of a difference between bioavailability, under absence of gallate, and 
perfect oral bioavailability. A method of larger Claim 16 than bioavailability of the 
compound under absence of gallate. 

[Claim 18] Bioavailability of a compound under existence of said gallate according to 
at least 75% of a difference between bioavailability under absence of gallate, and 
perfect oral bioavailability. A method of larger Claim 17 than bioavailability of the 
compound under absence of gallate. 

[Claim 19] A method of Claim 1 that gallate shows at least 20% of inhibition when 
said gallate and a compound exist by a gallate: compound ratio of 1 : 1 . 
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r— 1&$}\Z.2&biZM} (Generally Recognized As Safe ; GR AS) £tl 
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-r^^p B nmmaif/-tf:#^^^^^illP!^$M^J (Joint Food and Agric 
ultural Organization/World Health Organization Expert Committee on Food 
Additives) fit, Z<Dfc&yo<Dfclt)fcffBX'% 5 0 ~ 1 . 4mg/kg/0C- 

fvK K7V-/UJ N WHOtfplW^^X (Food Additive Series) N 3 2 



(16) #^2002-538173 

:3~23 (1993))<7)l/100-efc5o 
[0 0 19] 

^^m^^f-^^m-k^my^v Ah, ik^^xmitm±mt lx 

t^f/H:^LTO~0. lmg/kg/0, tl^^U/H^lTO-O 
. 0 5mg/k g/BOtfJfcttftJFan?*. «-0S5R^/V SrflfefcLfco -tub 

HO^fp^P^y-X N 32:3-23 (1993) ; FAO/WHO^il 
P!^^©l4 1^t, fcS^fp^n^iW^^^Wff (Evaluation 
of certain food additives and contaminants) > WHO|£|#ffi clrv' V —~ X8 
37 : 6, 4 6 (1 9 9 3) ) ©1/2 0 0'-Cfc5„ ? V /VdS Jtlfjft 

^WlXV^M^ r^g^*5^5^p n p^:»t)J (EAFUS) x-*^-* 

(ci) * b£ft-cv^^\ c^bcov^ttt>> (usp-n 
f) £fcf* r^ 0 a p^»ij • ictt y * h Zfox^tiw 

[0 0 2 0] 

^(C^^tl^o 1 : 1 (D^^-m^^TA : ^©i:bT^>^< 1 1> 2 0%©P£ 

T^>^< £ h 5 O%^[S.*|r^-t-^^^^7 i /^^^^^0^ LV\ 
[0 0 2 1] 



(17) #£2002-53 8 173 

t&xzz 0 mo<D&to¥&}%i%mz.&vzm±te, ^mr^mm (auo k 

»10mg©^(t l^limcBBLT (AUC^ctoTjl!j^$>l5«t.Ptw) x 

AUCit 7 00 M g-hr/ml $^fc*^T*t6tt#fc5. 
;KD#STtff}I (significantly) btth1zWb<»&m*im\mte&^to 

[0 0 2 2] 

mmm%^tfo ±#&mmmmx mim^mmv^w ±fc<o±*fflimm& 

[0 0 2 3] 

, %m&^®*ft^mWk¥VsMtLxfemistiZ> 0 iD&ifciXiS, ^r-effi 

© (bioaffecting) %ff> afe^fc-mfeOXjttOfls'^^flH^S - £ l£± !? - 



(18) #g 2002-538173 

C <9 jA£i\ rrt^}-g(^4_h#^-* (The Physicians Desk Reference) J , 
384 9JK (1 9 9 5) % Hi 0 1-3 3 8 ; 1"^ £ Xl^/V^r XDf&'B: 
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tc^Tfc REIKI* V v < b*»o£#rt£SWSj*^1-3 pT«H4#4>5. ffc^iait^ 
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ftS^TT'fcS;^ CYP3A*^ V—fi—kVXftm'rz>&£?Wtam?/l> 

t, %^Q£®¥mmmk<Dm<Dmm<n'j>ft< thi o%, »*u<wti>* 
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«fc 9 * t v \ ISIS 5 § ft Sr#iL5-Cfc55o 



(23) #^2002-5381. 7 3 

. 0 1-1 0 0 : 10><&ffl##£L<, 0. 1-1 0 : 1 L<, 0. 

5-2 : 1 LV\ 
[0 0 3 6] 
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[0 0 3 7] 

cyp 3Amm<DmmTy±4&£tfm±£titmm(D£m^mmm 

fr<D%m%mte, CYP 3 AlfflSjHi: ITO^^^T/Wffitt^tS 
'fefe^^-t-5-i:dS-Ct5o- !7h*^&0*fe, J. Clin. Invest., 8 0: 
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[0 0 3 8] 
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[0 0 4 0] 
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^n^P4 5 0 3 A^^^^^X^PIW^J©*:^, BMWfc&TfctE 
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ttf7jk£flX^^Z>fz#) (37^ (Kolars) , J. C. l"fc hSma 11 Bowel 
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^>IH^J (Identification of Rifampin-Inducible P45.0 III A 4 ( 
CYP3A4) in Human Small Bowel Enterocyte) , J. Clin. Invesgtig. , 
9 0:1 8 7-1 8 7 8. (1 9 9 2) ; Lown, K. S. J/hMkft£ tfJJTBOf- V 
^P^P4 5 0 3A4 cDNAOi/— frl/%YS.Wi— (Sequences of i 
ntestinal and hepatic cytochrome P4 5 0 3A4 cDNAs are identical. 
) , Drug Metab. Dispos. , 2 6 : 1 8 5-1 8 7 ( 1 9 9 8) \ Ztlb(DT v 
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[0 0 4 6] 
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[0 0 4 7] 
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YP3ASf=7x^t°y (Gonzalez, F.J. b, Human P450PCN1 : sequ 
ence, chmrosome local izat ion, and direct evidence though cDNA expression 
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9 8 8)) «rJBV\fc. 
[0 0 5 2] 
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£ % ^TO^^•®^L^^il¥Jl^fflV^T, ha>"bMSJL (Guenge 

rich, Analysis and characterization of enzymes in Principles and Methods 
of Toxicology, A. W. ^ XB. — 3 — 1777 
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, ^tl^tl. -fy y Y7*—V "(^7 S/ K, M. M. , A rapid and se 

nsitive method for quantitation of microgram quantities of protein using 

the principles of protein-dye binding, Anal. Biochem. , 7 2:2 4 8 — 2 
5 4 (1 9 7 6) ) , feit/Omurajoil^Sato (Omura, T. The carbon monoox 
ide-binding pigment of liver microsomes II, Solubilization, purification 

and properties, 2 3 9:2 3 7 0 — 2 3 7 8 (1 9 6 4) ) <£>;£&£Jf|l^T 
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mtQEMfoZ, 6 4- (2--hP7x^/V) -3, 5-t°yv^ 
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7*n tWtfcliCY P 3 Aim<D'A%l<DmmM<Dftl£TX\ ^?vy-J±thh 
\Zj y*a.s<~- h Lt~ 0 tft^ll^n fcVl^fctt^ftlOC Y P 3 APl^JO#^ 
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t hffa^^ny-^i-ctSs. « C Y P 3 ASf t'fc 5 7 d y (Fa 

bre, G. fj s Evidence for CYP 3 A-mediated N-deethylation of amidodar 
one in human liver microsomal fractions, Drug. Metab. Dispos. , 2 1:9 
7 8~9 8 5 (1993) ; Triver, J.M. b, Amidodarone N-deethylation in h 
uraan liver microsomes ; involvement of cytochrome P 4 5 0 3 A enzymes 
(Hlfg) , Life Sci. , 52 : PL9 1-9 6 (1993)), ^7x^1:^ 
(Gonzalez, F.J. h, Human P 4 5 0 PCN1 : sequence, chmrosome localiza 
tion, and direct evidence though cDNA expression that P450PCN1 i 
s nifedipine oxidase, DNA, 2 : 7 9~8 6 (1 9 8 8)), 33 £1^7** fcf 
oy (Kivistoe, K. T. h, Plasma buspirone concentrations are greatly incre 
ased by erythromycin and itraconazole. Clin. Pharmacol. Ther. , 6 2:3 
4 8~5 4 (1997) ; Lilja J. J. , Grapefluit juice substantially incre 
ases plasma concentrations of buspirone, Clin. Pharmacol. Ther. ,64: 
6 5 5-6 0 (1 9 9 8) ) mft^M^T 1 ;* h Lfco ^ny-A^ #| 1 K 
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iIF10 0/iMOit^ rtL<btf>i@* i: it)(-f^ h L7c 0 CYP3AftHt^) 
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[0 0 6 3] 
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^^^(7)1, 2*3<tt53^raT*SmU HPLCWotmfc, SIC 

[0 0 6 4] 

tytftW3t«t>, S2TVTf 0 r.*i£>£>#£, »T^-r 0 
[0 0 6 5] 
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